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Sin 

I, Keanetih W. Locke, PIlD., hereby make ibc following declaration: 

1. I leceived a PhJ). degree in Pharmacology fiom die finoiy 
lAiivasity School of Medicine in the year 1985. 

2. I have 20 years of cKpetieace in die phaimaceutical industry focused 
pmoanfy on drug discoveiy and flw preclinical and early clinical develc^nnettt of 
novel thenqieutics. Each of Ate positioia described below has provided me witib the 
skills, expeiifflice and insight to Uentify prominng drug candidates. lAy career in 
the phannaoeutical industry began at Hoechst-Ronssel Pharmaceuticals, hic.. 



DECLARATION t 
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heading laboratories fx analgesics and anti^nflanunatmy, and later Aldwinm's 
disease dxa$ leseaidi. la 1989, I joined latnneuioii Phannaceuticalfi, be., as 
Manager, Behavioral Neoioscienoe, taking on positioos of increanng xei^KmsibiUty 
over file next 11 years. Befine leaving btuneonm, as Executive Diieotor, 
Preclinical Devdofunen^ I was leqKMisible for all aspects of predinical 
devdqnnoit finr tte company's dn% portfi)U<^ as wen as for in-lioensing candidate 
evaluation, la 2000, 1 joined Tanabe Research Utxnatories U.SA., fac., as Vice 
President of Research, to coordinate tiie research efiforts of chemiste mi biologists in 
id«tifying novel drug development candidates. I am ameaOy eapUxyei by 
MediciNova, Inc., the assigtwe of the above-referenced patent ^splicatkni, wi& 
oflBwes located at 43S0 La Jolla ViUage Drive - Suite 950, San Diogo, CA 92122. 
My conott tifle is Senior Vice President Portfolio Managemmt . 

3. I sm named as a co-inventor of foe invendcm claimed in Ae above- 
referenced patent application. I have read foe contents of the Fmal Office Action 
mailed May 19, 2005. I have also been 4q>prised of foe Examiner's request, made to 
assignee's counsel on August 30, 2005, to provide this declaration directed to foe 
superior 8olubi% pn^mties of the claimed orfoofoombic oystals of 4H[6-acetyl-3- 
.[3-(4-acetyl-3-hydro3Qr-2-pioRylphenyltiWo)propoxy]-2-pr<q>yiphe^ add 
(also refened to in the specificatitm of the aboveHt^enced patmt application as 
Fomi A), as wdl as the results of certain experiments that are described in Appendix 
A, attached hereto. 



appUcation, for example, at page 9. Example 4, the claimed mefood provides 
orthodwmbic oystals (Form A) that exhibit physical characteristics which are 



Aa desoibed in foe spedficatran of the above-reforaiced patent 
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different fixnn tlK»e displayed lyy imd^^ For instance! liie 

desited ortiunlionibic o^ystate displayed greater and unexpected sohdiility compated 
with tlie nndesized monoclinic oystals of Fonn B. For example^ at 30 iSne 
sohtbilily of Fcmn B was calculated to be 6.1 g/L» wUle Oat of Fonn A was 
calculated to be 1S.7 g/L - that is, at 30 the claimed oidunhombic crystals 
diqibyed more fluu twice the sohibifi^ of the undesiie^ Ihis 
physical diaiacteristic of greater solubility is also observed at 22 and at 40 ""C. 

5* I would also like to draw tfie Exammer^s attention to Figuies 6 and 7 
of Appendix A, attached hereto. Ihese figures depict powder x-iay difi&action 
(PXRD) analyses of tablets rnade from fte claimed orthotbombic crystals and tfie 
undesited nicnsoclinic crystals, respectively. As can be readily seen from these 
figures, die aystaiUne structure of tiie two forms, Form A and Fonn B, are retamed 
in the manu&cture of the respective tablets. It is therefore reasonable to assume tfiat 
the greater solubility characteristics of the claimed ordunhombic oystals are retail^ 
in tfie tablets, which in turn would offer a benefit of greater sohibility/bioavailability 
of active drug to a patient^ 

6. Other aspects ofdie Appendix A, wfai(^ are noteworthy, are Figuies 2 
and 5. Figure 2 dqncts the PXRD analyses for the clahned onhoihombic crystals 
(Form A) versus undesired monoclinic crystals (Form B or Fonn Q. Note, for 
example, the ftsteci singiet peaks for^Form A betwem about 11.5 and 16.0 (2-Theta 
scale), whereas Forms B and C (both monoclmic) exhibit three doublet peaks in the 
same region. Figure 5 depicts difS^tial scanning catornnetiy(DSQtfaermog^^ 

* Dissolution expcdments using tabled nmde ftom different polymorphic forms of 4*{6-ac^l-3-[H4-'Scetyl-3-hydroxy* 
2-propyiphenyItbio]piopoxy>2'|iropylpbefioxy]but^ acid were inconclusive because tablets were imuiuiactufed with 
widely dtifereiil partide sizes for the two polymorphic forms. The paitide size used fixr die mami&cture of a tablet 

-3- 
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of Foims A veisus B (including tabl^ made fiom Ifae two forma). Aa can be aeen 
finm FigiTO S» die jdiase tianmtiaii 

dian Fom B. ciystals. It may be tnfened £tom diese lesults dmt Foim B is die 
diemod^ynamical^ &voi3ed ciystal Bt^^ 

7. In summaiy» die claimed mediod provides orthoiix>inbic ctystals 
^ch have been shown to exUbtt disdnct physical and cfamical chamdmsdcs 
fiom die midesiied monoclinic fimns, incbdhig a greater solobilily idative to 
midesiied monoclinic crystals. 

8. I declare that an staieniente made hmn of no^OTO 

trae and that all statements made on information and belief aze bdieved to be true, 
and furdier, that diese statements were made widi die knowledge diat willful £al$e 
statements and die like, so made aie punishable fine or imprisramnt, or bodi, 
under Section 100 1 of Tide 1 S of die United States Code, and diat such willful fiOse 
statements may jeopardize fte validity or enforeeabflity of any patmt maturing fiom 
the above^refeienced patent applicadoiL 



DoctsWASOl (ai52SMM0O)4l6S4n8irl4IMlQaomiac:IOd^ 



ton Ponn A was more than four times the particle size for die inanufBCture of a tablet fiom Fcnm B. The dissolution 
profile crf'die tablets tested are depicted in Figure 4 of Appendix A» attached hereto. 



Dated: V^^Zfl 




Kemetii W. Locke, PH J>. 
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